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<211> 11 
<212> PRT 

<213> Homo sapience 
<223> A part of Cdc25C 
<400> 1 

Leu Tyr Arg Ser Pro Ser Met Pro Glu Asn Leu 

1 5 10 

<210> 2 
<211> 11 
<212> PRT 

<213> Artificial Sequence 

<223> Artificial Sequence: Synthesized peptide 
<400> 2 

Leu Tyr Arg Ser Pro Ala Met Pro Glu Asn Leu 

1 5 10 

<210> 3 
<211> 22 
<212> PRT 

<213> Artificial Sequence 

<223> Artificial Sequence: Synthesized peptide 
<400> 3 

Tyr Gly Arg Lys Lys Arg Arg Gin Arg Arg Arg Leu Tyr Arg Ser Pro 

15 10 15 

Ser Met Pro Glu Asn Leu 
20 

<210> 4 
<211> 22 
<212> PRT 

<213> Artificial Sequence 
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<223> Artificial Sequence: Synthesized peptide 
<400> 4 

Tyr Gly Arg Lys Lys Arg Arg Gin Arg Arg Arg Leu Tyr Arg Ser Pro 

15 10 15 

Ala Met Pro Glu Asn Leu 

20 
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Tyr Gly Arg Lys Lys Arg Arg Gin Arg Arg Arg Tyr Leu Ser Arg Ser 

15 10 15 

Asn Pro Met Pro Glu Leu 
20 
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<223> A part of Antennapedia gene product 
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Arg Gin lie Lys He Trp Phe Gin Asn Arg Arg Met Lys Trp Phe Lys 
15 10 15 

[0 0 3 6] 

1. Levine, A.J. p53, the cellular gatekeeper for growth and divisi 
on. Cell 88, 323-331 (1997). 

2. Larsen, C.J. Contribution of the dual coding capacity of the pi 



tBIE#2 004-3028728 



iff I¥ 1 1 - 2 6 9 3 9 8 ^- V : 13/ 

6INK4a/MTSl/CDKN2 locus to human malignancies. Prog. Cell. Cycle. Re 
s 3, 109-124 (1997). 

3. Kawabe, T. , Muslin, A.J. & Korsmeyer, S.J. Hoxll interacts with 
protein phosphatases PP2A and PP1 and disrupts a G2/M cell-cycle ch 

eckpoint. Nature 385, 454-458 (1997). 

4. Hartwell, L.H. & Kastan, M.B. Cell cycle control and cancer. Sc 
ience 266, 1821-1828 (1994). 

5. Paulovich, A.G. , Toczyski, D.P. & Hartwell, L.H. When checkpoin 
ts fail. Cell 88, 315-321 (1997). 

6. Rowley, R. Reduction of radi at ion- induced G2 arrest by caffeine 
. Rad. Res 129, 224-227 (1992). 

7. Yao, S.L. et al. Selective radiosensit izat ion of p53-def icient 
cells by caffeine-mediated activation of p34°dc2 kinase. Nature Med 
2, 1140-1143 (1996). 

8. DeFrank, J.S., Tang, W. & Powell, S.N. p53-null cells are more 
sensitive to ultraviolet light only in the presence of caffeine. Can 
cer Res 56, 5365-5368 (1996). 

9. Wang, S.W. , Norbury, C. , Harris, A.L. , Toda, T. Caffeine can ov 
erride the S-M checkpoint in fission yeast. J. Cell Sci. 112, 927-93 
7 (1999). 

10. Wang, Q. , Fan, S, Eastman, A., Worland, R. J., Sausville, E.A. & 
OiConnor, R.M. UCN-01: a potent abrogator of G2 checkpoint function 
in cancer cells with disrupted p 53. J. Natl. Cancer. Inst 88, 956- 

965 (1996). 

11. Walworth, N. , Davey, S. , Beach, D. Fission yeast chkl protein k 
inase links the Rad checkpoint pathway to cdc2. Nature 363, 368-371 

(1993). 

12. Walworth, N. C. , Bernards, R. rad-dependent -response of the chkl 
-encoded protein kinase at the DNA damage checkpoint. Science 271,35 



tBfI#2 004-3028728 



1 1 - 2 6 9 3 9 8 v : 14/ 

3-356 (1996). 

13. Matsuoka, S. , Huang, M. , El ledge, S.J. Linkage of ATM to cell c 
ycle regulation by the Chk2 protein kinase. Science 282, 1893-1897 ( 
1998) . 

14. Zeng, Y. et al. Replication checkpoint requires phosphorylation 
of the phosphatase Cdc25 by Cdsl or Chkl. Nature 395, 507-510 (1998 

). 

15. Furnari, B.,Rhind, N. , Russell, P. Cdc25C mitotic inducer terge 
ted by chkl DNA damage checkpoint kinase. Science 277, 1495-1497 (19 
97). 

16. Sanchez, Y. et al. Conservation of the chkl checkpoint pathway 
in mammals: linkage of DNA damage to cdk regulation through cdc25. S 
cience 277, 1497-1501 (1997). 

17. Peng, C.Y. et al. Mitotic and G2 checkpoint control: regulation 
of 14-3-3 protein binding by phosphorylation of cdc25C on serine-21 

6. Science 277, 1501-1505 (1997). 

18. Lopez-Girona, A., Furnari, B. , Mondesert, 0., Russel, P. Nuclea 
r localization of Cdc25 is regulated by DNA damage and a 14-3-3 prot 
ein. Nature 397, 172-175 (1999). 

19. Nurse, P. Checkpoint pathways come of age. Cell 91, 865-867 (19 
97). 

20. Weinert, T.A. DNA damage checkpoint meets the cell cycle engine 
. Science 277, 1450-1451 (1997). 

21. Russell, P. Checkpoints on the road to mitosis. TIBS 23, 399-40 
2 (1998). 

22. Nagahara, H. et al. Transduction on full-length TAT fusion prot 
eins into mammalian cells: TAT-p27Kipl induces cell migration. Nature 

Med 4, 1449-1452 (1998). 

23. Vocero-Akbain, A.M., Heyden, N.V. , Lissy, N.A. , Ratner, L. , Dow 



tBSE#2 004-30 28728 



1 1 - 2 6 9 3 9 8 



^-v: 15/ 



dy, S.F. Killing HIV-infected cells by transduction with an HIV prot 
ease-activated caspase-3 protein. Nature Med 5, 29-33 (1999). 

[mi] 

TAT - S216i5 iC/TAT - S216A(7)Chkl®ttiaW^in vitro^m^^ 
7K-t7*n yf^ >^0-C&& o Chkl<7)S®&£G S T-Cdc25C (1//M) tcT 
A T — S 216i3 X l/T A T — S 216 A (lO^M) £2jDx.T in vitro V >ffltKfc$: 

[02] 

TAT-S216A<7)Chklioct £>Xhk2/HcCdsl^14MO|£&ig:££^i-'7*n 
7f > ;7*0"C& & o <h & -?> Cdc25 C ^ -f*f- K (lO^M) W4fiOTAT 
-S216A (40 ^ M) iCTChklio J:y f Chk2/HcCdsl<7)^t4^111 : $^^o 
[0 3] 

7>tv^» (5^g/ml) "CUSMLfz^ TAT- S216£ct£/T AT- S2 
16A^ff^K2*AL> 3 -ML"/* !fy^ A (PI) -eifcrfeLfc J urkatco 7 n 

[04] 

J urkatiffljfe K&tfh HTs h > Hl^r^-^ff^^^^^o 1 (i&*Qs 
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